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ABSTRACTED-PUB-NO: EP 417210B 
BASIC-ABSTRACT: 

Hydroxamic acid halides of formula (I) and their salts are new: In (I), X F, CI, 
Br or iodo; Rl = H or 1-5C alkyl; R2 = 1-5C alkyl, 5-7C cycloalkyl or phenyl (opt. 

substd. by OH), or NR1R2 is a 5-8 membered ring, opt. contg. an additional N and/or 

O atom and opt. fused to a benzene ring; R3 = H, phenyl, naphthyl or pyridyl, opt. 

substd. by 1 or more halo or alkoxy; R4 and R5 = H or phenyl; m and n = 0-2. 

Also new are the intermediates of formula (VIII) . 

USE/ADVANTAGE - (I) are useful for treating diabetic angiopathy, esp. retinopathy 
and nephropathy. They have a selective beta-blocking action on receptors which has 
been altered as a result of diabetes but no significant effect on receptors in 
healthy blood vessels. 
ABSTRACTED- PUB-NO: 

US 5147879A 
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Hydroximic acid derivatives of the general formula (I) and the salts thereof, 
wherein X is halo, such as fluoro, chloro, bromo and iodo, Rl is hydrogen or Cl-5 
alkyl, R2 is Cl-5 alkyl, C5-7 cycloalkyl or phenyl optionally substituted with 
hydroxy, or Rl and R2, when taken together with the adjacent nitrogen, form a 5 to 
8 membered ring optionally containing additional nitrogen and/or oxygen atom, which 
ring may also be condensed with a benzene ring, R2 is hydrogen, phenyl, naphthyl or 
pyridyl optionally substituted with one or more halo or alkoxy, R4 is hydrogen or 
phenyl, R5 is hydrogen or phenyl, m is 0, 1 or 2 and n is 0, 1 or 2. 

Hydroxamic acid derivs of formula R3- (CHCR4) )m- (CH (R5).) n -C (X) =N-0CH2-CHC0H) -CH2- 
NR1RR2 (I) and their salts are new, where X is F, CI, Br or I; Rl is H or 1-5C 
alkyl; R2 is 1-5C alkyl or 5-7C cycloalkyl; or NR1R2 form a 5-8 membered satd. 
ring; R3 is H, phenyl, naphthyl, or pyridyl opt. substd. by one or more halo and/or 
alkoxy; R4 and R5 are independently H or Ph; m and n are independently 0-2. 
USE/ADVANTAGE - The cpds . do not influence (or only slightly) the adrenergic 
reactions of healthy blood vessels, but show a strong effect on the adrenergic 
receptors deformed by diabetes mellitus. This effect appears as a selective beta- 
blocking effect, and (I) are useful for treating diabetic angiopathy, esp. diabetic 
retinopathy and diabetic nephropathy. They are ineffective on non-diabetic persons. 



US 5296606A 

Derivs. of O- (3-amino-2-hydroxypropyl) -hydroximic acid halides of formula (VIII) 
are new. In the formula, X is halo; Rl and R2 together with attached N form 5- or 
8-meinbered satd. ring; R3 is H, Ph, naphthyl, or pyridyl opt. substd. by one or 
more halo or alkoxy; R4 and R5 are H or Ph; m and n are 0-2. 

USE - Treatment of diabetic angiopathy.. These cpds. are special selective beta 
blockers which convert alpha adrenoreceptors which have been modulated into beta 
receptors by diabetes mellitus back into normal alpha adrenoreceptors, so 
correcting vascular deformations. Applicable to all forms of diabetic micro- and 
macro-angiopathy, esp. diabetic retinopathy and nephropathy. 
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